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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re U.S. Patent No. 6,479,234 
Inventor(s): David SIDRANSKY 
Issue Date: November 12, 2002 



Serial No. 09/164,764 
Filed: October 1, 1998 
Attorney Docket No. 001 107.76459 



For: DETECTION OF HYPERMUTABLE NUCLEIC ACID SEQUENCE IN TISSUE AND BODY 
FLUIDS 

REQUEST FOR CERTIFICATE OF CORRECTION 

U.S. Patent and Trademark Office 
Customer Service Window 

Randolph Building, Mail Stop: Certificate of Correction Branch 
401 Dulany Street 
Alexandria, VA 22314 

Sir: 

Pursuant to 35 U.S.C. § 254 and 37 C.F.R. § 1.323, this is a request for the issuance of a 
Certificate of Correction in the above-identified patent. A copy of PTO Form SB/44 is appended. 

The mistake identified in the appended Form occurred through no fault of the Applicant, as 
clearly disclosed by the records of the application, which matured into this patent. 

Claim 1 1 of the issued patent mcorrectly recites, "The method of claim 1 wherein the specimen is 
urine." Applicants enclose as Exhibit 1 the Response filed May 14, 2001, which shows that claim 1 1 
should recite "The method of claun 3 wherem the cancer is Transitional Cell Carcinoma." 

Exhibit 1 provides a clean copy of the claims on pages 1-3. Claim 31 recites a method for 
detecting bladder cancer in a urine specimen. Claim 32 depends fi-om claim 3 1 , and recites that the cancer 
is Transitional Cell Carcmoma. Claun 3 1 was renumbered as claun 3 of the issued patent. Claim 32 was 
renumbered as claim 1 1 in the issued patent. Thus, issued claim 1 1 should depend from issued claim 3 
and recite that the cancer is Transitional Cell Carcinoma. 

Applicants therefore earnestly request that a certificate of correction is issued with the correct 
version of claim 1 1 . 

No fee is believed to be associated with this request because the change is necessitated through no 
fault of the Applicant. Should the Patent and Trademark Office determine that a fee is required, please 
charge our Deposit Account No. 19-0733. 

RespectfiiUy submitted, 




Dated: _ 

Sarah'A. Kagan 

Banner & Witcoff, Ltd. Registration No. 32,141 

Customer No. 22907. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re the Application of: 



Atty. Docket No.: 



01107.76459 



David SIDRANSKY 



Serial No.: 09/164,764 



Group Art Unit: 



1653 



Filed: 



October 1, 1998 



Examiner: 



J. Souaye 



For: 



DETECTION OF HYPERMUT- 
ABLE NUCLEIC ACID 
SEQUENCE IN TISSUE 



AMENDMENT 



Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

In response to the Office Action mailed February 14, 2001, please amend the instant 
application as follows: 

IN THE CLAIMS ; 

Please cancel claim 33. 

23. (Amended) A method for detecting lung cancer in a sputum specimen, comprising 
the step of: 

testing a plurality of microsatellite markers in the specimen to determine a microsatellite 
marker length alteration relative to a control sample, wherein a microsatellite marker length 
alteration in the specimen relative to the control sample indicates the presence of a cancer in the 
limg which drains into the sputum. 

24. (Amended) A method for detecting cancer of an organ in a specimen of a body 
fluid which drains the organ, wherein the specimen is selected from the group consisting of: 
blood, urine, sputum, bile, stool, cervical smears, saliva, tears, cerebral spinal fluid, and lymph 
nodes, comprising the step of: 
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testing a plurality of microsatellite markers in the specimen to determine a microsatellite 
marker length alteration relative to a control sample, wherein a microsatellite marker length 
alteration in the specimen relative to the control sample indicates the presence of a cancer in the 
organ which drains into the body fluid. 

25. (Amended) The method of claim 23, 24, or 31 wherein the length alteration is an 
expansion of repeat units within the microsatellite marker. 

26. (Amended) The method of claim 23, 24, or 3 1 wherein the length alteration is a 
deletion of repeat units within the microsatellite marker. 

27. (Amended) The method of claim 23, 24, or 3 1 wherein the microsatellite marker 
comprises a tetranucleotide repeat 

28. (Amended)The method of claim 23, 24, or 3 1 wherein the microsatellite marker 
comprises a trinucleotide repeat. 

29. (Amended) The method of claim 23 wherein the lung cancer is Small Cell Lung 
Carcinoma. 

30. (Amended) The method of claim 23 wherein the lung cancer is Non-Small Cell Lung 
Carcinoma. 

3 1 . (Amended) A method for detecting bladder cancer in a urine specimen, comprising 
the step of: 

testing a plurality of microsatellite markers in the urine specimen to determine a 
microsatellite marker length alteration relative to a control sample, wherein a microsatellite 



2 



Serial No. 09/164,764 



Atty.Dkt.No. 01107.76459 



marker length alteration in the urine specimen relative to the control sample indicates the 
presence of a cancer in an organ which drains into the urine. 



33. CANCEL. 

34. A method for detecting cancer cells in a specimen external to a primary tumor 
comprising the steps of: 

testing a plurality of microsatellite markers in a histopathological margin specimen 
external to a primary tumor to determine a microsatellite marker length alteration relative to a 
control sample, wherein a length alteration indicates the presence of cancer cells in the specimen. 

35. (New) The method ofclaim 34 wherein the primary tumor is Head and Neck cancer. 

36. (New) The method ofclaim 35 wherein the primary tumor is Squamous Cell 
Carcinoma. 

37. (New) The method ofclaim 23, 24, or 3 1 further comprising the step of: 

identifying the specimen as containing cancer cells. 

REMARKS 

The office action of February 14, 2001 has been carefully reviewed and these remarks are 
responsive to it. Reconsideration and allowance of the instant application are respectfiilly 




requested. 
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The Rejection of Claims 23-34 Under 35 U.S.C. $ 1 12. first paragraph 

Claims 23-34 are rejected as the specification allegedlly fails to demonstrate that the 
applicant was in possession of the claimed invention. This rejection is respectfiilly traversed. 

It is respectfully submitted that the Patent and Trademark Office has failed to meet its 
burden in setting forth a prima facie case. The rejection asserts that it is highly unpredictable 
whether cancers other than those demonstrated in the working examples would be detectable by 
analyzing body fluids because it is unpredictable that the body fluids would contain cancer cells. 
See Office Action at page 3, lines 15-17. The Patent and Trademark Office fails, however, to 
support its assertion of unpredictability, except for noting the specification's lack of evidence. 
An applicant, however, need not provide a working example of every embodiment. Lack of a 
working example, in and of itself, does not demonstrate unpredictability. It is the Patent and 
Trademark Office's burden to support a rejection for non-enablement with sound scientific 
evidence or reasoning. Neither has been provided here. 

The Patent and Trademark Office points to Table 1 of the specification as demonstrating 
a 60-100% non-correlation for single loci with various types of cancer. See Office Action at 
page 4, lines 1-10. The claims, however, require testing "a plurality of microsatellite markers" 
not single loci. The invention does not rely on a correlation between any particular mutant 
alleles and cancer. The invention uses microsatellite alterations as a passive indicator of cancer. 
Thus,. the alleles tested need not be cancer-causing or themselves "associated with" cancer. 
Their alteration may merely reflect changes in DNA metabolism which occur in cancer cells. 
Thus, Table 1 does not provide support for the assertion of unpredictability for detecting other 
types of cancers in body fluids. 

The Office Action asserts tiiat if no alteration in marker length is found, then the skilled 
artisan would not be able to detect a cancer. (Page 9, lines 6-10) This is true, however, it says 
nothing more tiian that the artisan may obtain some false positive results. No diagnostic assay is 
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perfect, nor does the law require that they be. Thus, the possibility of false positive results does 
not indicate non-enablement. 

The Patent and Trademark Office misapplies the legal formulation requiring that the 
applicant be in possession of the invention as of the filing date. This does not mean, that an 
applicant must be in possession of data demonstrating all embodiments. Similarly, the Patent 
and Trademark Office misapplies the legal requirement of supplying sufficient guidance and 
equates it to supplying working examples. One needs neither data nor working examples to 
fulfill 35 U.S.C. § 112, first paragraph. 

Applicant was in possession of and described the full generic invention in his application 
when filed. Applicant provided working examples for some species. Applicant disclosed many 
more species. See page 8, lines 23 to page 9, line 9 (specimens). See page 11, lines 14-26 
(cancers). The Patent and Trademark Office has pointed to no valid support for its bare assertion 
of unpredictability, nor has it articulated any type of guidance which is allegedly missing fi-om 
the specification and necessary for practice. Thus, the rejection must be withdrawn for failure to 
make a prima facie case. 

Applicant notes that the rejection focuses on the invention of claims 23-33, without 
providing separate reasoning for claim 34. Claim 34 is distinct firom the other claims because it 
does not assess alterations in a draining biological fluid but rather in a histopathological margin. 
No evidence or reasoning were supplied by the Patent and Trademark Office to challenge 
applicant's presumptively enabling disclosure of this method. Thus, the rejection of this claim 
should be withdrawn. 

Claims 23, 31, 35 and 36 as amended are limited to particular organs and particular 
draining fluids or specimens. These claims are not subject to the alleged infirmities of the 

generic claims. 

Withdrawal of this rejection is respectfully traversed. 
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The Rejection of Claims 23-34 for Double Patenting 

Claims 23-34 are provisionally rejected for judicially created, obviousness-type double 
patenting over claims 1-4, 6-9, 12-18, and 20-25 of Serial No. 08/968,733 (now allowed). The 
Patent and Trademark Office alleges that the instant claims include methods of detecting an 
allelic imbalance. It is respectfully submitted that the claims of the two applications are mutually 
exclusive, and that neither set of claims includes or encompasses the other. 

The subject claims clearly recite determining a "microsatellite marker length alteration." 
The '733 claims recite comparing levels of two alleles of a hetero2ygous locus of an individual 
to determine allelic imbalance. Thus one method assesses size of a marker (length), and the 
other measures amount of alleles (levels). A correlate of this difference is that in the '733 
method two alleles within a test sample are compared to each other, whereas in the subject 
method a sample marker is compared to a control marker. These are not overlapping sets of 
subject matter. Neither method is obvious over the other. The rejection should therefore be 
withdrawn. 

The Rejection of Claims 23-34 for Double Patenting 

Claims 23-34 are provisionally rejected over claims 1, 2, 4, 6, 8, 17, 18, 22-25, 28, 29, 31 
and 35 of S.N. 09/038,637. Applicants will consider filing a terminal disclaimer of the trailing 
patent term of the subject application when claims in the subject application are indicated as 
allowable. 



Respectfully submitted, 



BANNER & WITCOFF, LTD. 




1001 G Street, N.W. 
Washington, D.C. 20001-4597 
(202) 508-9100 
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MARKED-UP VERSION OF AMENDMENTS MADE 

IN THE CLAIMS : 

23 . (Amended) A method for detecting lung cancer [of an organ] in a sputum 
specimen [of a body fluid which drains the orgm]^ comprising the step of: 

testing a plurality of microsatellite markers in the specimen to determine a microsatellite 
marker length alteration relative to a control sample, wherein a microsatellite marker length 
alteration in the specimen relative to the control sample indicates the presence of a cancer in the 
lung [organ] which drains into the [body fluid] sputum. 

24. (Amended) [The method of claim 23] A method for detecting cancer of an organ 
in a s pecimen of a bodv fluid which drains the organ, w herein the specimen is selected from the 
group consisting of: blood, urine, sputum, bile, stool, cervical smears, saliva, tears, cerebral 
spinal fluid, and lymph nnHfts, cnmprising the step of: 

testin p a pluralitv of microsatellite markers in the specimen to determine a m icrosatellite 
marker length alteration relative to a control sample, w herein a microsatellite marker length 
alteration in the specimen relative to the cont r ol sample indicates the presence of a cancer in the 
organ which drains into the bodv fluid . 

25. (Amended) The method of claim 23 . 24. or 31 wherein the length alteration is an 
expansion of repeat units within the microsatellite marker. 

26. (Amended) The method of claim 23 . 24. or 31 wherein the length alteration is a 
deletion of repeat units within the microsatellite marker. 

27. (Amended) The method of claim 23 . 24. or 31 wherein the microsatellite marker 
comprises a tetranucleotide repeat. 
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28. (Amended)The method of claim 23 . 24. or 31 wherein the microsatellite marker 
comprises a trinucleotide repeat. 

29. (Amended) The method of claim 23 wherein the [organ is head or neck] lung 
cancer is Small Cell Lung Carcinoma . 

30. (Amended) The method of claim 23 wherein the [organ is] lung cancer is Non- 
Small Cell Lung Carcinoma . 

3 1 . (Amended) [The method of claim 23] A method for detecting [wherein the organ 
is] bladder cancer in a urine specim en, comprising the step of: 

tesrinp a plurality of microsatellite markers in the urine snecimen to determine a 
microsatellite marker length alteration relative to a contr ol sample, wherein a microsatellite 
marker length alteration in the urine specimen relative to the control sample indicates the 
presence of a cancer in an organ which drain s into the urine. 

32. The method of claim [23] 31 wherein the [specimen] cancer is [urine] Transitional ) 
Cell Carcinoma . ^ ""^ 

[33. The method of claun 23 wherein the specimen is sputum.] 

34. A method for detecting cancer cells in a specimen external to a primary tumor 

comprising the steps of: 

testing a plurality of microsatellite markers in a histopathological margin specimen 
external to a primary tumor to determine a microsatellite marker length alteration relative to a 
control sample, wherein a length alteration indicates the presence of cancer cells in the specimen. 
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^ij^ 3^. (New) The method of claim 34 wherein the primary tumor is Head and Neck 

^ 5^. (New) The method of claim 35 wherein the primary tumor is Squamous Cell 
Carcinoma. 



/jJJ vtO. (New) The method of claim 23, 24, or 3 1 fiirther comprising the step of: 
identifying the specimen as containing cancer cells. 



cancer. 
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UNITED STATES PATENT AND TRADEMARK OFFICE 

CERTIFICATE OF CORRECTION 

Page 1 of 1 

PATENT NO. : 6,479,234 
APPLICATION NO.: 09/164,764 

ISSUE DATE ; November 12, 2002 
INVENTOR(S) : Qavid SIDRANSKY 

It is certified tliat an error appears or errors appear in ttie above-identified patent and that said Letters Patent 
is hereby corrected as shown below: 



Claim 1 1 at column 46, line 1 is replaced by the following: 

1 1 . The method of claim 3 wherein the cancer is Transitional Cell Carcinoma. 



MAILING ADDRESS OF SENDER (Please do not use customer number below): 
Banner & Witcoff, Ltd. 1100 13th Street, N.W. Suite 1200 Washington, DC 20005-4051 



This collection of information is required by 37 CFR 1 .322, 1 .323, and 1 .324. The information is required to obtain or retain a benefit by the public which is to file 
(and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 1.0 hour to 
complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any 
comments on the amount of time you require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, 
U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED 
FORMS TO THIS ADDRESS. SEND TO: Attention Certificate of Corrections Branch, Commissioner for Patents, P.O. Box 1450, Alexandria, 
VA 22313-1450.. 



If you need assistance in completing the form, call 1-800-PTO-9199 and select option 2. 



